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DETAILED ACTION 

Claims 8-13 are pending in the case. 

Any rejection of record in the previous action not addressed in this office action is 
withdrawn. There are no new grounds of rejection that were not necessitated by 
applicants' amendment and therefore, this action is final. 



Claim Rejections - 35 USC §112 



The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Oath/Declaration 

A new oath or declaration is required because the application is a continuation- 
in-part of the parent application 10/007,489, not a divisional. See above. The wording 
of an oath or declaration cannot be amended. If the wording is not correct or if all of the 
required affirmations have not been made or if it has not been properly subscribed to, a 
new oath or declaration is required. The new oath or declaration must properly identify 
the application of which it is to form a part, preferably by application number and filing 
date in the body of the oath or declaration. See MPEP §§ 602.01 and 602.02. This 
issue was raised in the previous Office action. 
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Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 9- 13 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

This rejection is maintained for the reasons made of record in the previous Office 
action, mailed 8/4/09. 

The MPEP states that the purpose of the written description requirement is to 

ensure that the inventor had possession, as of the filing date of the application, of the 

specific subject matter later claimed by him. The courts have stated: 

To fulfill the written description requirement, a patent specification must 
describe an invention and do so in sufficient detail that one skilled in the 
art can clearly conclude that "the inventor invented the claimed invention." 
Lockwood v. American Airlines, Inc., 107 F.3d 1565, 1572, 41 USPQ2d 
1961, 1966 (Fed. Cir. 1997); In re Gostelli, 872 F.2d 1008, 1012, 10 
USPQ2d 1614, 1618 (Fed. Cir. 1989) ("[T]he description must clearly 
allow persons of ordinary skill in the art to recognize that [the inventor] 
invented what is claimed."). Thus, an applicant complies with the written 
description requirement "by describing the invention, with all its claimed 
limitations, not that which makes it obvious," and by using "such 
descriptive means as words, structures, figures, diagrams, formulas, etc., 
that set forth the claimed invention." Lockwood, 107 F.3d at 1572, 41 
USPQ2d at 1966." Regents of the University of California v. Eli Lilly & Co., 
43 USPQ2d 1398. 
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Further, for a broad generic claim, the specification must provide adequate 

written description to identify the genus of the claim. In Regents of the University of 

California v. Eli Lilly & Co. the court stated: 

A written description of an invention involving a chemical genus, like a 
description of a chemical species, "requires a precise definition, such as by 
structure, formula, [or] chemical name," of the claimed subject matter sufficient to 
distinguish it from other materials. Fiers, 984 F.2d at 1171, 25 USPQ2d 1601; In 
re Smythe, 480 F.2d 1376, 1383, 178 USPQ 279, 284985 (CCPA 1973) ("In 
other cases, particularly but not necessarily, chemical cases, where there is 
unpredictability in performance of certain species or subcombinations other than 
those specifically enumerated, one skilled in the art may be found not to have 
been placed in possession of a genus ...") Regents of the University of California 
v. Eli Lilly & Co., 43 USPQ2d 1398. 



The MPEP further states that if a biomolecule is described only by a functional 
characteristic, without any disclosed correlation between function and structure of 
the sequence, it is "not a sufficient characteristic for written description purposes, 
even when accompanied by a method of obtaining the claimed sequence." MPEP § 
2163. The MPEP does state that for a generic claim the genus can be adequately 
described if the disclosure presents a sufficient number of representative species 
that encompass the genus. MPEP § 2163. If the genus has a substantial variance, 
the disclosure must describe a sufficient variety of species to reflect the variation 
within that genus. See MPEP § 2163. Although the MPEP does not define what 
constitute a sufficient number of representative species, the courts have indicated 
what do not constitute a representative number of species to adequately describe a 
broad generic. In Gostelli, the courts determined that the disclosure of two chemical 
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compounds within a subgenus did not describe that subgenus. In re Gostelli, 872, 
F.2d at 1012, 10 USPQ2d at 1618. 

The MPEP lists factors that can be used to determine if sufficient evidence of 
possession has been furnished in the disclosure of the Application. These include: (1) 
Actual reduction to practice, (2) Disclosure of drawings or structural chemical formulas, 
(3) Sufficient relevant identifying characteristics (such as: i. Complete structure, ii. 
Partial structure, iii. Physical and/or chemical properties, iv. Functional characteristics 
when coupled with a known or disclosed, and correlation between function and 
structure), (4) Method of making the claimed invention, (5) Level of skill and knowledge 
in the art, and (6) Predictability in the art. 

"Disclosure of any combination of such identifying characteristics that distinguish 
the claimed invention from other materials and would lead one of skill in the art to the 
conclusion that the applicant was in possession of the claimed species is sufficient." 
MPEP § 21 63. While all of the factors have been considered, a sufficient amount for a 
prima facie case are discussed below. 

In the instant case, the claims are drawn to a method for chemically modifying 
the RNA inside the cells of complex organisms by feeding thio-phosphate it to the 
organism, or by injecting thiophosphate into the organism (claim 9), and a method of 
enhancing synthesis of "protein expression of mRNAs with short to average half-lives 
relative to those with longer half-lives" by growing cells in thio-phosphate media, and 
determining the optimal ratio of thio-phosphate to inorganic phosphate in the culture 
media that "enables the desired mRNAs to preferentially compete for translation" and 
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determining the optimal time point to induce stabilization of the desired mRNA(s) that 
results in maximal protein synthesis (claim 10). 

As stated above, the MPEP states that written description for a genus can be 
achieved by a representative number of species within a broad generic. It is 
unquestionable that claim(s) 9-13 are broad and generic, with respect to all "complex 
organisms" and "RNA" (claim 9), and enhancement of the half life and translation of any 
mRNA by stabilizing any mRNA in any cell (eukaryotic or prokaryotic) (claims 9-13) 
encompassed by the claims. 

Specifically, the claims lack written description because the specification has not 
provided description to support the methods of the claims since there is no description 
of incorporation of thio-phosphate into RNA in a "complex organism" by feeding or 
injection of thio-phosphate. One of ordinary skill in the art could not predict conditions 
under which said incorporation into RNA would take place. The specification does not 
disclose actual reduction to practice for this method, and does not provide guidance for 
carrying out the method. Furthermore, regarding claims 10-13, there is not adequate 
description for the method of stabilizing mRNA to enhance synthesis of a protein in vivo 
by determining a ration of thio-phosphate to inorganic phosphate such that the desired 
mRNA is preferentially stabilized and translated, since there is no description that 
administering particular levels of thio-phosphate would result in the incorporation of one 
mRNA as opposed to another mRNA, i.e. "preferentially" incorporated into the desired 
mRNA encoding the desired protein. One could not reasonably predict how to carry out 
this method, and the specification does not provide support for the method. The 
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specification does not disclose incorporation of thiophosphate into RNA by feeding or 
injecting a complex organism, or the preferential incorporation of thiophosphate into a 
particular mRNA. The single example of a complex organism shows incorporation into 
DNA of a single fish species. 

The description requirement of the patent statue requires a description of an 
invention, not an indication of a result that one might achieve if one made that invention. 
See In re Wilder, 736, F.2d 1516, 1521 , 222 USPQ 369, 372-73 (Fed. Cir. 1984) 
(affirming rejection because the specification does "little more than outlin[e] goals 
appellants hope the claimed invention achieves and the problems the invention will 
hopefully ameliorate.") Accordingly, it is deemed that the specification fails to provide 
adequate written description for the genus of the claims and does not reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the entire scope of the claimed invention. 

Applicant has presented arguments in the response filed 9/8/09. Regarding 
claim 9, applicant has argued without support that thiophosphate will be incorporated 
into RNA, and DNA, in any complex organism, by providing thio-phosphate to feed, or 
by "adding an excess of thio-phosphate to the organism's system so that it can compete 
with the ortho-phosphate present for uptake. However, merely stated a desire to obtain 
a result does not provide guidance for carrying out the method. Especially in the 
unpredictable area of physiology of particular organisms, support is required in the 
specification to show that applicant had possession of the invention as claimed 
throughout its scope. That support is lacking here. Regarding claim 10, applicant 
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argues that the method preferentially enhances the expression of those mRNAs that are 
turned over more frequently, however, this is mere speculation and there is no support 
for this statement. Furthermore, applicant argues that Example II para. 2 and Table 
show that even though total protein synthesis is decreased some mRNAs can still be 
enhanced at higher ratios of thio-phosphate, and this suggests that competition is 
occurring between mRNA species for translation possibly due to limiting protein factors. 
However, there is no showing of decreased total protein synthesis, and furthermore, 
there is no support for the recitation in the claim that "the desired mRNAs to 
preferentially compete for translation". Only levels of the resultant protein is measured. 
There is no measurement of the half-life of mRNAs, and no measurement of 
competition for protein translation within the cells. Higher level of the resultant protein 
may be due to a number of factors, which are not identified in the specification. 
Therefore the rejections are maintained. 

The following are new rejections necessitated by applicant's amendments: 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 8-13 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 
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Claim 8 is vague and indefinite in the recitation of "microbial or cell culture media" 
since it is not clear in what way "microbial cell culture" differs from "cell culture" media. 
Furthermore, it is not clear what is intended by "micro-organisms or cells" since micro- 
organisms are cells. 

Claim 9 is vague and indefinite in the recitation of "the normal source of 
phosphate" since it is not clear what is intended by this phrase. Furthermore, there is 
no antecedent basis for the recitation of "the orthophosphate" in line 8 of the claim. 
Furthermore, the claim is unclear in the recitation of "by adding it to solid feed" in step 
2), since step 1) recites "substituting" thio-phosphate for phosphate, presumably in the 
animal food. Furthermore, it is not clear what is intended by the term "RNA/DNA" since 
it is not clear whether both, either or "and/or" is intended. 

Claim 10 (and by dependence claims 11-13) is vague and indefinite in the 
recitation of "mRNAs with short to average half-lives relative to those with longer half- 
lives". It is not clear which mRNAs are intended by the recitation of "short to average 
half-lives relative to those with longer half-lives", since any mRNA is encompassed 
which has a shorter half-life than another mRNA. Furthermore, the claim is vague and 
indefinite in the recitation of "A method to enhance the in vivo protein expression of 
mRNAs since it is not clear what is intended by "protein expression of mRNAs". 

Claims 1 1 and 12 lack antecedent basis for the recitation of "the proteins" in the 
claim on which it depends, claim 10. 

Claim 13 is vague and indefinite in the recitation of "the enhancement of one or 
more proteins in cells...". Presumably "the cells" is intended. 
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Conclusion 

No claims are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to NANCY VOGEL whose telephone number is (571)272- 
0780. The examiner can normally be reached on 7:00 - 3:30, Monday - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on (571 ) 272-0951 . The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/NANCY VOGEL/ 

Primary Examiner, Art Unit 1636 
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